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Growth inhibition of murine colonic adenocarcinoma by tumor 
immune but not by IL-2-activated or alloactivated lymphocytes. 

Rodolfo M, Parmiani G. 

The antigenic profile of C-26 and C-51 BALB/c colonic adenocarcinomas 
was examined by in vivo and in vitro assays. Mice immunized with irradiate< 
C-26 or C-5 1 tumor cells from freshly excised tumor nodules or from in 
vitro-growing cell lines were able to reject a challenge of both tumors. 
Spleen lymphocytes of immune but not of normal mice were effective in 
cross-inhibiting tumor growth in vivo in a Winn assay. Tissue-associated 
antigens common to C-26 and C-51 and to their metastases but not to other 
syngeneic neoplasms were detected in vitro by cytotoxic T lymphocytes 
obtained after 5 days of a secondary culture of immune lymphocytes and 
irradiated tumor cells. Activated lymphocytes were obtained by exposure of 
spleen cells to interleukin 2 or by allostimulation. Such lymphocytes, 
although cytotoxic in vitro on C-26 and C-51 carcinomas, were unable to 
significantly reduce in vivo tumor growth in the Winn assay. 

PMID: 3493573 [PubMed - indexed for MEDLINE] 
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CLAIMS : 

What is claimed as the invention is: 

An immunogenic composition suitable for administration to a human, comprising 
an effective combination of : 

a) stimulated lymphocytes allogeneic to the human; and 

b) tumor-associated antigen from the human; 

wherein the combination is effective to elicit an immune response to the 
tumor-associated antigen in the human subject after administration. 

\2\ The immunogenic composition of claim 1, wherein said tumor-associated antigen 
Ys comprised in a primary tumor cell from said human, or a progeny of such a tumor 
cell obtained by culturing the tumor cell ex vivo. 

0r\ The immunogenic composition of claim 1, wherein said tumor-associated antigen 
Vii comprised in an extract of a primary tumor cell from said human, a progeny of a 
primary tumor cell from said human, or a combination thereof. 

^4 .\ The immunogenic composition of claim 1, wherein said stimulated lymphocytes 
have been stimulated by culturing with leukocytes allogeneic to the lymphocytes. 

\H5A The immunogenic composition of claim 1, where said stimulated lymphocytes have 
i^een stimulated by culturing with a recombinantly produced cytokine, a mitogen, or 
with a cell genetically altered to secrete a cytokine at an elevated level. 

An immunogenic composition suitable for administration to a humans, comprising 
an effective combination of: 

a) lymphocytes allogeneic to the human; 

b) leukocytes allogeneic to the lymphocytes; and 

c) an inactivated tumor cell population, consisting essentially of primary tumor 
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cells obtained from the human, or the progeny of such cells; 

wherein the combination is effective to elicit an immune response to the tumor 
cell population in the human subject after administration. 

7. The immunogenic composition of claim 6, wherein the leukocytes are autologous 
to the human. 



The immunogenic composition of claim 6, wherein the leukocytes are allogeneic 
the human . 



9A The immunogenic composition of claim 6, comprising leukocytes from at least 
ree different human donors. 

10. The immunogenic composition of claim 6, wherein the inactivated tumor cell 
population are selected from the group consisting of melanoma, pancreatic cancer, 
liver cancer, colon cancer, prostate cancer, and breast cancer cells. 

11. The immunogenic composition of claim 6, wherein the leukocytes are 
inactivated. 

12. The immunogenic composition of claim 6, wherein said lymphocytes comprise a 
cell that has been genetically altered to express a cytokine at an elevated level. 

13. The immunogenic composition of claim 6, wherein said leukocytes and said 
lymphocytes are cocultured for a duration and under conditions sufficient for 
allogeneic stimulation of the lymphocytes, prior to combination with said tumor 
cell population. 

14. The immunogenic composition of claim 6, wherein said coculturing is for a 
duration and under conditions sufficient to stimulate elevated cytokine secretion 
by the lymphocytes. 

15. A unit dose of the immunogenic composition according to claim 6, wherein the 
number of said lymphocytes allogeneic to the leukocytes in the dose is between 
about 1 . times . 10 . sup. 8 and 2 . times . 10 . sup . 9 . 

16. A unit dose of the immunogenic composition according to claim 6, wherein the 
inactivated tumor cell population in the dose consists of between about 

1 . times . 10 . sup . 6 and 5 . times . 10 . sup . 7 cells. 

17. A method for producing the immunogenic composition of claim 1, comprising 
mixing : 

a) stimulated lymphocytes allogeneic to said human; with 

b) tumor-associated antigen from the human. 

18. A method for producing the immunogenic composition of claim 1, comprising 
mixing : 

a) cells obtained from a coculture of lymphocytes allogeneic to said human and 
leukocytes allogeneic to the lymphocytes; with 

b) primary tumor cells from the human, or progeny thereof. 

[9.) A kit for producing the immunogenic composition of claim 1, comprising in 
Darate containers : 

a) stimulated lymphocytes allogeneic to the human; and 

b) tumor-associated antigen from the human. 

^2*^) . ) A kit for producing the immunogenic composition of claim 1, comprising in 
Darate containers : 
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a) cells obtained from a coculture of lymphocytes allogeneic to said human and 
leukocytes allogeneic to the lymphocytes; and 

b) primary tumor cells from the human, or progeny thereof. 

21. A method for inducing an anti-tumor immunological response in a human, 
comprising administering an immunogenic amount of the immunogenic composition of 
claim 1 to the human. 

22. A method for inducing an anti-tumor immunological response in a human, 
comprising administering an immunogenic amount of the immunogenic composition of 
claim 6 to the human. 

23. A method for stimulating an anti-tumor immunological response in a human, 
comprising the steps of: 

a) mixing ex vivo a first cell population comprising tumor cells, and a second 
cell population comprising lymphocytes allogeneic to the human, to produce a cell 
mixture; and 

b) administering an immunogenic amount of the cell mixture to the human. 

24. The method of claim 23, wherein said tumor cells comprises cells selected from 
the group consisting of melanoma, pancreatic cancer, liver cancer, colon cancer, 
prostate cancer, and breast cancer. 

25. The method of claim 23, wherein said second cell population further comprises 
leukocytes allogeneic to the lymphocytes. 

26. The method according to claim 23, wherein the second cell population contains 
leukocytes from at least three different human donors. 

27. The method of claim 23, wherein the leukocytes are autologous to the human. 

28. The method of claim 23, wherein the leukocytes are allogeneic to the human. 

29. The method of claim 23, wherein said immunological response is a primary 
response . 

30. The method of claim 23, wherein said immunological response is a secondary 
response . 

31. The method of claim 23, wherein said human has been previously treated by 
administration of alloactivated allogeneic lymphocytes into a solid tumor in the 
human or at or around a site where a solid tumor or a portion thereof has been 
removed. 



32. A method for treating a neoplastic disease in a human, comprising 
administering an effective amount of the immunogenic composition of claim 6 to the 
human . 



33. A method for treating a neoplastic disease in a human, comprising the steps 
of: 



a) mixing ex vivo a first cell population comprising tumor cells, and a second 
cell population comprising lymphocytes allogeneic to the human, to produce a cell 
mixture ; and 

b) administering an effective amount of the cell mixture to the human. 

34. The method of claim 33, wherein said second cell population further comprises 
leukocytes allogeneic to the lymphocytes. 
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